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2000:881130 CAPLUS 
134 :42124 

Preparation of diaminothiazoles for inhibiting protein 
kinases 

Chu, Shao Song; Alegria, Larry Andrew; Bender, Steven 

Lee; Benedict, Suzanne Pritchett; Borchardt, Allen J.; 

Kania, Robert Steve; Nambu, Mitchell David; 

Tempczyk-Russell, Anna Maria; Sarshar, Sepehr 

Agouron Pharmaceuticals, Inc., USA 

PCT Int. Appl., 397 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2000075120 

W: AE, AL, AM, 
CZ, DE, DK, 
IL, IN, IS, 
MA, MD, MG, 
SI, SK, SL, 
AZ, BY, KG, 
RW: GH, GM, KE, 
DE, DK, ES, 
CF, CG, CI, 

EP 1181283 

R: AT, BE, CH, 
IE, SI, LT, 

BR 2000011585 

JP 2003501420 

EE 200100659 

US 2002025976 

US 6620828 

ZA 2001008291 

NO 2001005045 
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20001214 
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GA, GN, GW, 
20020227 
DK, ES, FR, 
FI, RO 

20020319 
20030114 
20030217 
20020228 
20030916 
20021009 
20020204 



WO 2000- 
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IE, IT, LU, 
ML, MR, NE, 

EP 2000- 
GB, GR, IT, 



US15188 
BY, CA, 
GE, GH, 
LK, LR, 
PT, RO, 
UZ, VN, 

UG, ZW, 
MC, NL, 
SN, TD, 

942660 
LI, LU, 



BR 2000-11585 
JP 2001-501601 
EE 2001-659 
US 2001-783584 

ZA 2001-8291 
NO 2001-5045 



20000602 <- 
CH, CN, CR, CU, 
GM, HR, HU, ID, 
LS, LT, LU, LV, 
RU, SD, SE, SG, 
YU, ZA, ZW, AM, 

AT, BE, CH, CY, 
PT, SE, BF, BJ, 
TG 

20000602 
NL, SE, MC, PT, 

20000602 
20000602 
20000602 
20010215 

20011009 
20011017 



BG 106276 A 20021031 BG 2002-106276 20020103 

PRIORITY APPLN. INFO. : US 1999-137810P P 19990604 

US 2000-587530 Bl 20000602 

WO 2000-US15188 W 20000602 

OTHER SOURCE (S): MARPAT 134:42124 

GI 





AB The title compds . [I; Rl = H, (un) substituted alkyl, cycloalkyl, etc.; R2 
= OH, halo, CN, etc.; X = N; Q = a divalent radical having 2 or 3 atoms 
selected from O, S, CR5, NR5 (wherein R5 = OH, halo, CN, etc.) which 

together with C* and N* form a 5-6 membered (non) aromatic ring] which 
modulate and/or inhibit the activity of certain protein kinases (biol. 
data were given) , and are useful in treating cancer as well as 
other disease states associated with unwanted angiogenesis and/or cellular 
proliferation, such as diabetic retinopathy, neovascular glaucoma, 
rheumatoid arthritis, and psoriasis, were prepared and 

formulated. E.g., a multi-step synthesis of diaminothiazole II was given. 
The compds. I and pharmaceutical compns . containing them are capable of 
mediating tyrosine kinase signal transduction in order to modulate and/or 
inhibit unwanted cell proliferation. 
IT 312763-38-5P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of diaminothiazoles for inhibiting protein kinases) 
RN 312763-38-5 CAPLUS 

CN 1, 3-Benzenedicarboxamide, N- [3- [5- [4-amino-2- [(3,4,5- 

trimethoxyphenyl) amino] -5-thiazolyl] -1 , 2 , 4-oxadiazol-3 -yl] phenyl] - (9CI) 
(GA INDEX NAME) 



OMe 




H2N 



IT 312769-34-9 312770-65-3 312770-77-7 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 



(preparation of diaminothiazoles for inhibiting protein kinases) 
RN 312769-34-9 CAPLUS 

CN Benzamide, N- [3 - [4 • -amino-2 ' - [ (3 , 4 , 5-trimethoxyphenyl) amino] [2,5'- 
bithiazol] -4 -yl] phenyl] -3 -benzoyl- (9CI) (CA INDEX NAME) 



OMe 




H2N 



RN 312770-65-3 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 5- [ [ [3 - [4 ' -amino-2 » - [ (3 , 4 , 5- 

trimethoxyphenyl) amino] [2,5' -bithiazol] -4-yl] phenyl] amino] carbonyl] - , 
diethyl ester (9CI) (CA INDEX NAME) 




H2N 



RN 312770-77-7 CAPLUS 

CN Benzoic acid, 3- [ [ [3- [4 ' -amino-2 ' - [ (3,4, 5-trimethoxyphenyl) amino] [2, 5 ' - 
bithiazol] -4-yl] phenyl] amino] carbonyl] methyl ester (9CI) (CA INDEX 
NAME) 



OMe 




OMe 



OMe 
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2000 : 824101 CAPLUS 
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Preparation of cyclic amine derivatives as remedies or 
preventives for diseases in association with 
chemolcines or chemokine receptors 
Shiota, Tatsuki; Miyagi, Fuminori; 

Yasuhiro; 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Oh t a , Tomoh i r o ; 
Teijin Limited, 
PCT Int . Appl . , 
CODEN: PIXXD2 
Patent 
Japanese 
1 



Takano , 
Japan 
4 05 pp. 



Kamimura , Takashi ; 
Horiuchi, Hideki 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2000069432 

W: AE, AG, AL, 

CU, CZ, DE, 

ID, IL, IN, 

LV, MA, MD, 

SE, SG, SI, 

ZA, ZW, AM, 

RW: GH, GM, KE, 

DE, DK, ES, 

CF, CG, CI, 
EP 1179341 

R: AT, BE, CH, 

SI, LT, LV, 
NZ 515374 
NO 2001005599 
PRIORITY APPLN. INFO.: 
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20001123 
AT, AU, AZ, 
DM, DZ, EE, 
JP, KE, KG, 
MK, MN, MW, 
SL, TJ, TM, 
BY, KG, KZ, 
MW, MZ, SD, 
FR, GB, GR, 
GA, GN, GW, 

20020213 
DK, ES, FR, 
RO 

20040924 
20011116 



WO 2000- 
BA, BB, BG, 
ES, FI, GB, 
KP, KR, KZ, 
MX, MZ, NO, 
TR, TT, TZ, 
MD, RU, TJ, 
SL, SZ, TZ, 
IE, IT, LU, 
ML, MR, NE, 

EP 2000- 
GB, GR, IT, 



JP3203 
BR, BY, 

GD, GE, 
LC, LK, 
NZ, PL, 
UA, UG, 
TM 

UG, ZW, 
MC, NL, 
SN, TD, 
927808 
LI, LU, 



NZ 2000-515374 
NO 2001-5599 
JP 1999-175856 
JP 1999-251464 
WO 2000-JP3203 



20000518 <- 
CA, CH, CN, CR, 

GH, GM, HR, HU, 
LR, LS, LT, LU, 
PT, RO, RU, SD, 
US, UZ, VN, YU, 

AT, BE, CH, CY, 
PT, SE, BF, BJ, 
TG 

20000518 
NL, MC, PT, IE, 

20000518 
20011116 
A 19990518 

A 19990906 
W 20000518 



MARPAT 134:5154 



Rl 



{CH2)ml 



r4 

I 



) — (CH2)pl~N ^) — {CH2)nNCO(CH2)p-C— (CH) q-GR6 
R2 (CH2)m r3 r5 



AB Remedies or preventives for diseases in association with chemokines such as 
MlP-la and/or MCP-1 or chemokine receptors such as CCRl or CCR2 
contain as the active ingredient N-acyl-amino acid N-cyclic amino or 
N- cyclic aminoalkyl -amide derivs . represented by general formula [I; 

(un) substituted Ph, C3-8 cycloalkyl, aromatic heterocyclyl containing 1-3 
heteroatoms selected from 0, S, and/or N; R2 = H, (un) substituted Cl-6 
alkyl, C2-7 alkoxycarbonyl , HO, (un) substituted Ph; pi, ml = 0-2; m = 2-4; 
n = 0,1; R3 = H, (un) substituted Cl-6 alkyl; R4, R5 = H, OH, 

(un) substituted Ph or Cl-6 alkyl; or R4 and R5 are combined together to 
form a 3- to 5-membered hydrocarbyl; p, q = 0,1; G = CO, S02, C02 , NR7C0, 
C0NR7, NR7S02, or S02NR7, NHCONH, NHCSNH, NH C02 , 02CNH; R7 = H, Cl-6 
alkyl; or R7 and R5 are combined together to form C2-5 alkylene; R6 = 

(un) substituted Ph, C3-8 cycloalkyl, C3-6 cycloalkenyl, CH2Ph, or aromatic 
heterocyclyl containing 1-3 heteroatoms selected from O, S, and/or N, wherein 
Ph, CH2Ph, or aromatic heterocyclyl group is optionally fused with 

(un) substituted benzene or aromatic heterocyclyl containing 1-3 heteroatoms 
selected from O, S, and/or N] , pharmaceutically acceptable acid-adducts 
thereof, or pharmaceutically acceptable Cl-6 alkyl -adducts thereof. The 
above diseases include destruction of bone or cartilage (e.g. arthritis, 
rheumatoid arthritis, osteoarthritis, 

osteoporosis, injury, and tumor), nephritis, kidney diseases, glomerulus 
or interstitial nephritis, nephrotic syndrome, demyelinating disease, or 
multiple sclerosis. Thus, N-3 -ethoxybenzyl-D-methionine-N- [1- (4 - 
chlorobenzyl) -4-piperazinylmethyl] amide in vitro inhibited the binding of 
human MlP-la to THP-1 cells by >80% at 2 (oM. 
IT 226231-26-XP 226232-13-9P 226232-44-6P 

226232- 66-2P 226232-70-8P 226233-64-3P 

226233- 91-6P 226241-34-5P 226241-35-6P 
226241-39-OP 226241-41-4P 308360-90-9P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of cyclic amine derivs. as remedies or preventives for diseases 
in association with chemokines or chemokine receptors) 
RN 226231-26-1 CAPLUS 

CN Benzamide, 3-acetyl-N- [2- [ [ [1- [ (4 -chlorophenyl) methyl] -4- 

piperidinyl] methyl] amino] -2 -oxoethyl] - (9CI) (CA INDEX NAME) 




ISr 226232-13-9 CAPLUS 

M Benzamide, 3 -acetyl -N- [2- [ [ [1- [ (4 -chlorophenyl) methyl] -4- 

piperidinyllmethyl] amino] -l-methyl-2-oxoethyl] - (9CI) (CA INDEX NAME) 




M 226232-44-6 CAPLUS 

Isr Benzoic acid, 3 -[[ [1- [[[ [1- [ (4 -chlorophenyl) methyl] -4- 

piperidinyl] methyl] amino] carbonyl] -2-methylpropyl] amino] carbonyl] - , methyl 
ester (9CI) (CA INDEX NAME) 



O 




226232-66-2 CAPLUS 
ST Benzamide, 3 -benzoyl -N- [!-[[[[!-[ (4 -chlorophenyl) methyl] -4- 

piperidinyl] methyl] amino] carbonyl] -2-methylpropyl] - (9CI) (CA INDEX NAME) 




O 



Sr 226232-70-8 CAPLUS 

Benzamide, 3 -acetyl -N- [!-[[[[!-[ (4 -chlorophenyl) methyl] -4- 

piperidinyl] methyl] amino] carbonyl] -2-methylpropyl] - (9CI) (CA INDEX NAME) 




J 226233-64-3 CAPLUS 



2- Pyrrol idinecarboxamide, 1- (3-acetylbenzoyl) -N- [ [1- [ (4- 
chlorophenyl ) methyl] -4 -piper idinyl] methyl] - (9CI) (CA INDEX NAME) 




sT 226233-91-6 CAPLUS 

'I Benzoic acid, 3 - [ [ [2 - [ [ [1- [ (4 -chlorophenyl ) methyl] -4 - 

piperidinyl] methyl] amino] -1- (hydroxymethyl) -2-oxoethyl] amino] carbonyl] - , 
methyl ester (9CI) (CA INDEX NAME) 




O 



vT 226241-34-5 CAPLUS 

Benzamide, 3 -benzoyl -N- [2 - [ [ (3R) -1- [ (4 -chlorophenyl) methyl] - 3- 
pyrrolidinyl] amino] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Dsolute stereochemistry. 




0 



J 226241-35-6 CAPLUS 

J Benzamide, 3-benzoyl-N- [2- [ [ (3R) -1- [ (4-methylphenyl) methyl] -3- 
pyrrolidinyl] amino] -2-oxoethyl] - (9CI) (CA INDEX NAME) 



3Solute stereochemistry. 




226241-3 9-0 CAPLUS 

Benzamide, 3-ben2oyl-N- [2- [ [ (3R) -1- [ (3 , 5 -dimethyl -4 -is oxazolyl) methyl] -3- 
pyrrolidinyllamino] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

solute stereochemistry. 



Me 




O O 



226241-41-4 CAPLUS 

Benzamide, 3 -benzoyl -N- [2- [ [ [1- [ (4 -chlorophenyl) methyl] -4- 
piperidinyl] methyl] amino] -2-oxoethyl] - (9CI) (CA INDEX NAME) 




O 



308360-90-9 CAPLUS 

Benzoic acid, 3- [ [2- [ [ [ [1- [ (4 -chlorophenyl) methyl] -4- 

piperidinyl] methyl] amino] carbonyl] -1-pyrrolidinyl] carbonyl] ethyl ester 
(9CI) (CA INDEX NAME) 




< ^ C- NH- CH2 




CI 



308363-03-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of cyclic amine derivs . as remedies or preventives for diseases 
in association with chemokines or chemokine receptors) 

308363-03-3 CAPLUS 

Benzoic acid, 3- [ [4- [[[[ [3- (trifluoromethyl) benzoyl] amino] acetyl] amino] met 
hyl] -1-piperidinyl] carbonyl] - (9CI) (CA INDEX NAME) 




O 0 

II II 

C— NH- CH2— C- NH- CH2 





CO2H 
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2000 : 742117 CAPLUS 
133 :296665 

Preparation of amidine- or guanidine -containing 
peptidomimetics for use as inliibitors of complement 
proteases 

Hillen, Heinz; Schmidt, Martin; Mack, Helmut; Seitz, 

Werner; Haupt, Andreas; Zechel, Johann- Christian; 

Kling, Andreas 

BASF A.-G., Germany 

PCT Int. Appl., 212 pp. 

CODEN: PIXXD2 

Patent 

German 

4 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 
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DATE 


WO 


2000061608 
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WO 2000-EP2710 
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2000061608 
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GB, 
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NL, 


SE, 
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TR 
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T2 




20020121 




TR 2001-200102913 


20000328 


BR 


2000009678 
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BR 2000-9678 






20000328 



JP 2002542164 
US 6683055 
ZA 2001007978 
BG 105978 
NO 2001004876 
PRIORITY APPLN. INFO. 

OTHER SOURCE (S) : 
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Bl 

A 

A 
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20021210 
20040127 
20030107 
20020731 
20011204 



MARPAT 133:296665 



JP 2000- 
US 2000- 
ZA 2001- 
BG 2001- 
NO 2001- 
DE 1999- 
WO 2000- 



611550 

539811 

7978 

105978 

4876 

19915930 
EP2710 



20000328 
20000330 
20010928 
20011004 
20011008 
A 19990409 
W 20000328 



NH 




NH 



O2S CH2-P-C6H4-NH— CO-OBu-t I 



AB The invention relates to synthesis of title compds . , e.g. [I; R = 

cyclohexyl (II) or R = cyclohexylmethyl (III) ] , for use as inhibitors of the 
complement proteases Cls and Clr in treatment of disease. 
Compound III was synthesized in seven steps, beginning with 
(D) -cyclohexylalanine Me ester hydrochloride and 4-nitrobenzylsulf onyl 
chloride, and including reaction with 3 , 4 -dehydroprolyl- (3 - (6- 
cyano) picolyl) -amide and conversion of the cyano group to the amidine. In 
in vivo expts. II had IC50's for Cls and Clr resp. of 0.6 and 0.9 
M-mol/l. 

IT 301189-33-3P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(preparation of amidine- or guanidine -containing peptidomimetics for use as 
inhibitors of complement proteases) 
RN 301189-33-3 CAPLUS 

CN L-Prolinamide, N- (3-benzoylbenzoyl) glycyl-N- [ [4- ( amino iminomethyl) -2- 
thienyl] methyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



p 0 




NH 
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Substituted benzanilides, their preparation, and their 
use as CCR5 receptor modulators 

Bondinell, William E.; Ku, Thomas W.; Wang, Ning 

Smithkline Beecham Corporation, USA 

PCT Int. Appl., 37 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 2000040239 

W: CA, JP, US 
RW: AT, BE, CH, 
PT, SE 
EP 1140072 
EP 1140072 

R: AT, BE, CH, 
IE, FI 
JP 2002534383 
AT 264100 
PRIORITY APPLN. INFO. : 



Al 



20000713 



APPLICATION NO. 



WO 1999-US30888 



DATE 



19991228 



CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, 



Al 
Bl 
DE, 

T2 
E 



20011010 

20040414 
DK, ES, FR, 

20021015 
20040415 



EP 1999-967619 



19991228 



AB 



IT 



RN 
CN 



GB, GR, IT, LI, LU, NL, SE, MC, PT, 

JP 2000-591996 19991228 
AT 1999-967619 19991228 
US 1998-114239P P 19981230 

US 1999-128010P P 19990406 

WO 1999-US30888 W 19991228 

Substituted benzanilides are provided which are modulators, agonists or 
antagonists, of the CCR5 receptor. In addition, the invention relates to the 
treatment and prevention of disease states mediated by CCR5, 
including, but not limited to, asthma and atopic disorders (for example, 
atopic dermatitis and allergies) , rheumatoid arthritis 
, sarcoidosis and other fibrotic diseases, atherosclerosis, psoriasis, 
autoimmune diseases such as multiple sclerosis, and inflammatory bowel 
disease, all in mammals, by the use of substituted benzanilides which are 
CCR5 receptor antagonists. Furthermore, since CD8+ T cells have been 
implicated in COPD, CCR5 may play a role in their recruitment and 
therefore antagonists to CCR5 could provide potential therapeutic in the 
treatment of COPD. Also, since CCR5 is a co-receptor for the 
entry of HIV into cells, selective receptor modulators may be useful in 
the treatment of HIV infection. 
282727-17-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(benzanilide derivative preparation and use as CCR5 receptor modulator) 
282727-17-7 CAPLUS 

[1, 1 ' -Biphenyl] -3, 5-dicarboxylic acid, 4 ' - [ [ [3 - [2 - [bis (1- 

methylethyl) amino] ethoxy] -4-methoxyphenyl] amino] carbonyl] - , dimethyl ester 
(9CI) (CA INDEX NAME) 
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MeO—C 



(i-Pr) 2N~ CH2- CH2— O 




OMe 



IT 
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CN 



210094-16-9 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction; benzanilide derivative preparation and use as CCR5 receptor 

modulator) 
2100 94-16-9 CAPLUS 

1, 3-Benzenedicarboxylic acid, 5- (tributylstannyl) - , dimethyl ester (9CI) 



(CA INDEX NAME) 
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II 

MeO- 
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II 

. C— OMe 



Sn(Bu-n) 3 
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PCT Int. Appl., 2 0 pp. 
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OTHER SOURCE(S): MARPAT 132:343358 

AB Pharmaceutical compns . are disclosed which contain nonpeptidic cystine 
derivs. RIANHCH [CH2SSCH2CH (R3ANH) (C (O) NHR4 ) ] C (0) NHR2 [Rl, R3 =H, 

(non) aromatic carbocyclic or heterocyclic ring, (un) branched (un) saturated Cl-15 
alkyl which can be interrupted by hetero atom and which can be substituted 
by (non) aromatic carbocyclic or heterocyclic ring; R2 , R4 = H, (un) branched 

(un) saturated Cl-15 alkyl which can be interrupted by hetero atom and which 
can be substituted by (non) aromatic carbocyclic or heterocyclic ring; A = 
valency bond, CO, S02, NHCO, NHCS or 0C(0)], their Pharmacol, acceptable 
salts and optically active forms thereof and pharmaceutically acceptable 
carriers, for the treatment of diseases selected from tumor 
growth and metastasis; inflammatory diseases, e.g. osteo- and 
rheumatoid arthritis; osteoporosis; multiple sclerosis; 

periodontitis; restenosis; diseases caused by bacteria, e.g. meningitis; 
sun-induced skin aging; and Alzheimer's disease. New compds. are also 



disclosed. 

IT 269067-09-6P 269067-10-9P 269067-11-OP 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biologic 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(cystine derivative for treatment of matrix metal loprot ease - 
related disease) 
RN 269067-09-6 CAPLUS 

CN Benzamide, N,N' - [dithiobis [ (IR) -1- [ [ (2 -phenylethyl) amino] carbonyl] -2, 1- 
ethanediyl] ] bis [3 -benzoyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 269067-10-9 CAPLUS 

CN 9H-Fluorene-l-carboxamide, N- [ (IR) -!-[[[ (2R) -2- [ (3-benzoylbenzoyl) amino] 
oxo-3- [ (2 -phenylethyl) amino] propyl Idithio] methyl] -2-oxo-2- [ (2- 
phenylethyl) amino] ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




HN^O 



RN 269067-11-0 
CN 



j^uo / - j-x-u CAPLUS 

9H-Fluorene-l-carboxamide, N- [ (IR) -l-[[[(2R)-2-[ (3-benzoylbenzoyl) amino] 
oxo-3- [ (2 -phenylethyl) amino] propyl] dithio] methyl] -2-oxo-2- [ (2- 
phenylethyl) amino] ethyl] -9-oxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Preparation of d i ami nop rop ionic acid derivatives as 
intracellular adhesion molecule-1 (ICAM-1) binding 
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(Rl-R2)n 




CH2-NH-X- (Y)m-Z 



Di ami nop rop ionic acid derivs . I [Rl = substituted 1-naphthyl, 4-indolyl, 
4-benzimidazolyl, 4 -benzodiazolyl , 4 -benzotriazolyl , or phenyl; R2 = 
CHR3NHC0 (R3 =:H, carboxy, alkyl) , CH2CH2CO, 1 , 2 -cyclopropanediylcarbonyl , 
0CH2C0, CH:CHCHR3, CH2CH2CH (OH) , C0NHCHR3, or CH2NH-5 , 1-tetrazolediyl ; U, 
V, W = H, halo, alkyl provided that U and V are not both hydrogen; X = CO, 
phenylalkylene, sulfonyl; Y = alkylene which may be substituted by amino 
or cycloalkyl, alkenylene, alkylenethio; Z = H, alkylthio, C02H, C0NH2 , 
1-adamantyl, diphenylmethyl , 3- [ [ (5-chloro-2 -pyridinyl) amino] carbonyl] -2- 



pyrazinyl, hydroxy, phenylmethoxy, 2-chloro-4- [ [ [ (3- 

hydroxyphenyl) methyl] amino] carbonyl] phenyl , [ {2, 6-dichlorophenyl) methoxy] , 
Ph, (un) substituted cycloalJcyl or aryl or fused ring system which may 
contain 0-3 heteroatoms; m, n = 0, 1] or their pharmaceutically acceptable 
salts or esters were prepared and are useful for treating 
rheumatoid arthritis, psoriasis, multiple sclerosis, 
Crohn's disease, ulcerative colitis, atherosclerosis, restenosis, 
pancreatitis, transplant rejection, delayed graft function and diseases of 
ischemia reperfusion injury, including acute myocardial infarction and 
stroke. Thus, N- [2-chloro-4- [ [ [ (3 -hydroxyphenyl) methyl] amino] carbonyl] ben 
zoyl] -3- (3-methoxybenzoylamino) -L-alanine was prepared by the solid-phase 
method and showed IC50 = 1.2 nM in the LFA-1 (lymphocyte function-associated 
antigen- 1) /ICAM-I protein-protein assay. 
IT 264273-81-6P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(preparation of diaminopropionic acid derivs. as intracellular adhesion 
mol.-l (ICAM-1) binding inhibitors) 
RN 264273-81-6 CAPLUS 

CN Benzoic acid, 3- [ [ [ (2S) -2-carboxy-2- [ [2-chloro-4- [ [ t (3- 

hydroxyphenyl) methyl] amino] carbonyl] benzoyl] amino] ethyl] amino] carbonyl] - , 
1-methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



PAGE 1-A 



HO' 




O 



PAGE 1-B 



IT 264274-87-5P 264275-30-lP 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of diaminopropionic acid derivs. as intracellular adhesion 
mol.-l (ICAM-1) binding inhibitors) 
RN 264274-87-5 GAPLUS 

CN L-Alanine, 3- [ [3- (aminocarbonyl) benzoyl] amino] -N- [2-chloro-4- [ [ [ (3- 
hydroxyphenyl ) methyl ] amino] carbonyl ] benzoyl ] - ( 9CI ) ( CA INDEX NAME ) 



Absolute stereochemistry. 




PAGE 1-B 
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CN Benzoic acid, 3- [ [ [ (2S) -2-carboxy-2- [ [2-chloro-4- [ [ [ (3- 

hydroxyphenyl) methyl] amino] carbonyl] benzoyl] amino] etliyl] amino] carbonyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CO2H 
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AB The title compds . [I; the basic N in moiety E may be optionally 

quaternized with alkyl or is optionally present as the N-oxide; PI, P2 = 
Ph, fused bicyclic aryl, monocyclic heterocyclyl, etc.; A = CO, O, SOc, 
etc.; L = CH2NH, NHCH2 , etc.; Rl, R2 = H, alkyl, alkenyl, etc.; R3 = H, 
alkyl, cycloalkyl, etc.; a, b = 1-3; c = 0-2] which are modulators, 
agonists or antagonists of the CCR5 receptor, and therefore useful in 
treating COPD, asthma and atopic disorders, rheumatoid 
arthritis, atherosclerosis, sarcoidosis and other fibrotic 
disease, psoriasis, autoimmune diseases such as multiple sclerosis, 
inflammatory bowel disease, and HIV, were prepared E.g., a synthesis of 
benzaraide II starting with (4-f ormyl -3 , 5 -dimethoxyphenoxy) -Merrif ield 
resin arid 3- [2- (diethylamino) ethoxy] -4-methoxyaniline, was given. Compds. 
I show CCR5 receptor modulator activity having IC50 values of 0.0001 to 
100 ^iM. 

IT 257616-21-OP 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of substituted anilides as modulators, agonists or antagonists 
of the CCR5 receptor) 
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AB The present invention provides compds. I [L = C2-6 alkyl, Ar- or Het-CO-6 
alkyl, CHR4NR5R6, CHR4Ar, CHR40Ar, NR4R7; X, Y, 2 = N, O, S, CRIO; Rl, R2, 
R5, RIO = H, Cl-6 alkyl, C2-6 alkenyl, Ar- or Het-CO-6 alkyl; R3 = C3-6 
alkyl, Ar, Het, heterocycle Q, etc.; R4 = H, Cl-6 alkyl, C2-6 alkenyl, 
C2-6 alkynyl, Ar- or Het-CO-6 alkyl, etc.; R6 = R14 or an acyl group such 
as R14C0, R14C{S), R140C0 (R14 = Cl-6 alkyl, C2-6 alkenyl, Ar- or Het CO-6 
alkyl); R7 = Cl-6 alkyl, Cl-6 alkenyl, C3-6 cycloalkyl-, Ar-, or Het-CO-6 
alkyl], which inhibit proteases, including cathepsin K, pharmaceutical 
compns . of such compds . , and methods for treating diseases of 
excessive bone loss or cartilage or matrix degradation, including 
osteoporosis, gingival disease, and arthritis. Thus, N- [2- [N-cyclopropyl- 
N- ( cyclop ropylmethyl) amino] thiazol-4-ylcarbonyl] -N* - [N- (6-methyl-3- 



pyridinylmethoxycarbonyl) -L-p-tert-butylalanyl] hydrazide was prepared 
via sequential reactions of Et 6-nicotinate , L-p-tert-butylalanine , 
eye lopropyl amine, eye lop ropy Icarboxaldehyde, benzoyl isothioeyanate, and 
Et bromopyruvate . 
[T 250726-45-5P 

RL: RCT (Reaetant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of diacyl hydrazine compds . as protease inhibitors) 
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:n Acetic acid, (2 , 4 -dif ormylphenoxy) - , phenylmethyl ester (9CI) (CA INDEX 
NAME) 
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)THER SOURCE (S) 
31 



MARPAT 132:11677 



Rl 




AB The title 6- (5-isobutyl-2 , 4-dihydroxyphenacyl) -4 , 8-dihydroxy-l, 5- 
dioxaspiro [2 . 5] octane compds. represented by general formula (I; Rl 
represents hydrogen, aldehyde or lower acyl; R2 and R3 may be the same or 
different and each represents hydrogen or lower alkoxy, or R2 and R3 may 
represent together oxygen; R4 represents lower alkyl; and R5 represents 
hydrogen or lower alkyl, provided that the case where Rl is aldehyde, R2 
and R3 are different from each other and represent hydrogen or methoxy, R4 
is Et and R5 is hydrogen is excluded) or salts thereof are isolated from a 
liquid culture medium of a strain belonging to the genus Streptomyces and 
the structures are analyzed. Also claimed are drugs based on inhibiting 
the expression of adhesion mols. VCAM-1 or/and E-selectin containing I as the 
active ingredients. These compds. are useful for the treatment 
and prevention of rheumatoid arthritis, solid tumor, 

atherosclerosis, diabetic retinopathy, vascular tumors, and psoriasis. 

Thus, Streptomyces sp. VD1207 was aerobically cultured in a medium containing 

glycerol 2, glucose 2, soybean meal 2, yeast extract 0.5, NaCl 0.25,-CaCO3 

0.32, CuS04.5H20 0.0005, MnCl2.4H20 0.0005, and ZnS04 . 7H20 0.0005% at 

28° for 64 h (2 culture tanks each containing 100 L medium) and 

centrifuged to remove the bacteria followed by chromatog. separation using a 

Diaion HP-20 column, a YMC-GEL ODS-AM 120-S50 column and silica gel 

chromatog., HPLC separation, or thin layer chromatog. to give VD1207U1 [(+)-!; 

Rl = R5 = H, R2R3 = 0, R4 = Et] , VD1207U2 Rl = R5 = H, R2R3 = O, 

R4 = Et] , VD1207A1 [(+)-I; Rl = R5 = H, R2R3 = O, R4 = i-Pr] , VD1207A2 

[(-)-!; Rl = R5 = H, R2R3 = 0, R4 = i-Pr], VD1207B [(-)-!; Rl = CHO; R2 , 
R3 = OMe, H; R4 = Et, R5 = H] , VD1207C [(+)-I; Rl = CHO; R2 , R3 = OMe, H; 
R4 = Et, R5 = H] , VD1207D [(-)-!; Rl = CHO, R2 = R3 = R5 == H, R4 = Et] , 
VD1207E [(-)-I; Rl = CHO; R2 , R3 = OMe, H; R4 = i-Pr, R5 = H] , VD1207F 

[(+)-I; Rl = CHO; R2 , R3 = OMe, H; R4 = i-Pr, R5 = H] , VD1207F' [(+)-!; Rl 
= CHO; R2, R3 = OMe, H; R4 = n-Pr, R5 = H] , VD1207G' [{-)-!; Rl = CHO, R2 
= R3 = R5 = H, R4 = n-Pr] , VD1207G1 [(-)-!; Rl = CHO, R2 = R3 = H, R4 = 
Et, R5 - Me], VD1207G2 t(+)-I; Rl = CHO, R2 = R3 = R5 = H, R4 = i-Pr], and ' 
VD1207H [(-)-!; Rl = COMe , R2 = R3 = R5 = H, R4 = Et] . In a 
neovascularization inhibitory assay, VD1207 A2, B, C, D, E, F, F', Gl, G2, 
G', and H in vitro showed IC50 of 1, 0.053, 0.050, 0.019, 0.047, 0.067, 
0.10, 0.070, 0.034, 0.11, and 0.3 8 i^g/mL, resp., for inhibiting the 
formation of capillary vessel in rat aorta cultured in collagen. 
IT 251449-85-lP, VD 1207U1 251449- 86 -2P , VD 1207U2 
251449-87-3P, VD 1207A1 251449-88-4P, VD 1207A2 

RL: BAC (Biological activity or effector, except adverse); BOC (Biological 
occurrence) ; BPN (Biosynthetic preparation) ; BSU (Biological study, 
unclassified) ; PUR (Purification or recovery) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; OCCU (Occurrence) ; PREP (Preparation) ; USES (Uses) 
(isolation of physiol. active VD1207 substances having 
neovascularization inhibitory effect from Streptomyces sp. VD1207) 
RN 25144 9-85-1 CAPLUS 

CN 1-Pentanone, 1- [2 , 4-dihydroxy-5 - (2 -methyl -1-oxopropyl) phenyl] -2- 

[ (2S, 3S,4R, 8R) -2-ethyl-4 , 8-dihydroxy-l, 5-dioxaspiro [2.5] oct-6-yl] - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. Rotation (+) , 



Currently available stereo shown. 




Et 

OH 



RN 251449-86-2 CAPLUS 

CN 1-Pentanone, 1- [2 , 4 -di hydroxy- 5- (2 -methyl -1-oxopropyl) phenyl] -2- 

[ (2S, 3S,4R, 8R) -2-ethyl-4 , 8-dihydroxy-l , 5-dioxaspiro [2 . 5] oct-6-yl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Currently available stereo shown. 




Et 



RN 251449-87-3 CAPLUS 

CN 1-Pentanone, 1- [2 , 4-dihydroxy-5- (2 -methyl -1-oxopropyl) phenyl] -2- 

[ (2S, 3S,4R, 8R) -2-ethyl-4 , 8-dihydroxy-l, 5-dioxaspiro [2 . 5] oct-6-yl] -4-methyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
Currently available stereo shown. 




Et 

OH 



RN 251449-88-4 CAPLUS 

CN 1-Pentanone, 1- [2 , 4 -dihydroxy-5 - (2 -methyl - 1-oxopropyl) phenyl] -2- 

[ (2S, 3S,4R, 8R) -2-ethyl-4 , 8-dihydroxy-l, 5-dioxaspiro [2.5] oct-6-yl] -4 -methyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Currently available stereo shown. 




Et 

OH 
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RN 



The present invention provides diacyl carbohydrazide compds., and 
pharmaceutically acceptable salts, hydrates and solvates thereof, which 
inhibit proteases, including cathepsin K, pharmaceutical compns. of such 
compds . , novel intermediates of such compds . , and methods for 
treating diseases of excessive bone loss or cartilage or matrix 
degradation, including osteoporosis; gingival disease including gingivitis and 
periodontitis; arthritis, more specifically, osteoarthritis and 
rheiunatoid arthritis; Paget • s disease; hypercalcemia of 
malignancy; and metabolic bone disease, comprising inhibiting said bone 
loss or excessive cartilage or matrix degradation by administering to a 
patient in need thereof a compound of the present invention. 
250726-45-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 

(React ant or reagent) 

(diacyl carbohydrazide compds. as protease inhibitors for 
treating diseases of excessive bone loss or cartilage or matrix 
degradation) 

250726-45-5 CAPLUS 



CN Acetic acid, (2 , 4-dif ormylphenoxy) - , phenylmethyl ester (9CI) (CA INDEX 
NAME) 




CHO 
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Rl r2 





AB The present invention provides peptides bis-aminomethyl carbonyl protease 
inhibitors I (Rl, R2 = alkyl; P = X, Y; R3 selected from the group 
consisting of: CH2CH(CH3)2, CH2CH2CH3, CH2CH=CH2, or CH2Ph; R4 is selected 
from the group consisting of alkyl; N-piperazine; N-tetrahydroisoquinoline; 

substituted alkyl, Ph, benzofuran, benzothiazole ; quinoline; naphthyl; 
and benzoxazole; R5 = Ph and Ph substituted with alkyl, N-piperidine , 
benzofuran; pyridine; Q = arylacyl) and pharmaceutically acceptable salts, 
hydrates and solvates thereof which inhibit proteases, including cathepsin 
K, pharmaceutical compns . of such compds., and methods for 
treating diseases of excessive bone loss or cartilage or matrix 
degradation, including osteoporosis; gingival disease including gingivitis and 
periodontitis; arthritis, more specifically, osteoarthritis and 
rheumatoid arthritis; Paget • s disease; hypercalcemia of 
malignancy; and metabolic bone disease, comprising inhibiting said bone 
loss or excessive cartilage or matrix degradation by administering to a 
patient in need thereof a compound of the present invention. Thus, 
(S) -3N- (N- (thianaphthenyl- 2 -carbonyl) -leucinyl) -amino- IN- (3- {2- (1-oxo) - 
pyridyljphenylacetyl) -amino-butan-2-one was prepared for treating 
diseases of excessive bone loss or cartilage or matrix degradation as cysteine 
protease inhibitor. Determination of cathepsin K proteolytic catalytic activity 
of these compds. are reported, 

IT 250726-45-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(React ant or reagent) 

(preparation of peptides for treating diseases of excessive bone 
loss or cartilage or matrix degradation as cysteine protease inhibitors) 
RN 250726-45-5 CAPLUS 

CN Acetic acid, (2 , 4-dif ormylphenoxy) - , phenylmethyl ester (9CI) (CA INDEX 
NAME) 
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AB Indole derivs. (I), (11), and (III) [where A = CH2 or CH2CH2; B = (CH2)n 
(CH20)n, (CH2S)n, (0CH2)n, (SCH2)n, (CH=CH)n, (C . tplbond . C) n, C0N(R6), 
N(R6)C0, O, S, or N(R6); Rl and R5 = independently H, OH, halogen, CN, 
N02, Cl-5 alkyl, alkenyl, alkynyl, or (un) substituted aryl, etc.; R2 and 



R3 = independently H, C02H, C0R5, CONR5R6, (CH2) nW(CH2)mZR5, (CH2)nWR5, 
ZR5, Cl-10 alkyl, alkenyl, or substituted aryl; R4 = H, OH, 0R6, SR6, CN, 
C0R6, NHR6, C02H, C0R6R7 , N02 , (un) substituted sulf amidocarbonyl , Cl-5 
alkyl, alkenyl, or substituted aryl; R6, R7 = H, Cl-5 alkyl, alkenyl, 
alkynyl, or (un) substituted aryl; W = 0, S, CH2, CH=CH, C.tplbond.C, or 
N(R6); X = O, S, N(R6); Z = CH2 , O, S, N(R6), CO, C0N(R6), N(R6)C0; m and 
n = independently 0-4] and pharmaceutical ly acceptable salts thereof, were 
prepared Thus, 2 , 4 -thiazolidinedione and K2C03 followed by NaOH were added 
to 5- (benzyloxyl) -1- (4-{ [3 , 5 -bis ( tr if luoromethyl) phenoxy] methyl} benzyl ) -IH- 
indole-2-carboxaldehyde in EtOH to form the 2 , 4 -thiazolidinedion-4-ylidene 
derivative The ylidene was dissolved in a solution of DMF and NaH, reacted with 
an alkyl ester of 4- (bromomethyl) benzoic acid, and deesterified with HF to 
yield the acid, (E) - (IV) . The title compds . are useful as phospholipase 
enzyme inhibitors, especially cytosolic phospholipase A2 (cPLA2) , for 
treatment of inflammatory conditions, particularly where 

inhibition of production of prostaglandins, leukotrienes , and PAF are all 
desired. Eighty-seven compds. of the invention were tested for 
phospholipase enzyme inhibiting activity in the LysoPC and/or Coumarine 
assay. IC50 values ranged from 0.081 \xM to >50 for the LysoPC 
assay and from 2.5 to >64 jiiM for the Coumarine assay. Selected 
compds. were tested for in vivo activity in the carrageenan- induced rat 
paw edema test, and showed 4.2% to 34.2% inhibition. Forty-eight compds. 
of the invention were tested for cPIjA2 enzyme activity, and exhibited 25% 
to 95% inhibition at concns. of 3 p-M to 100 jxM. 
IT 204017-40-3P 204017-41-4P 204017-42-5P 
204017-63-OP 204017-64-lP 204017-65-2P 
204017-75-4P 204017-76-5P 204017-77-6P 
241490-04-OP 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of indole derivs . as phospholipase enzyme 
inhibitors for treatment of inflammatory conditions) 
RN 204017-40-3 CAPLUS 

CN 1,3-Benzenedicarboxylic acid, 5 -[[[[ [1- [ [3 , 5 -bis (trif luoromethyl) phenoxy] a 
cetyl] -2, 3-dihydro-5- [ (4 -methoxyphenyl) methoxy] -lH-indol-2- 
yl] methyl] thio] acetyl] amino] dimethyl ester (9CI) (CA INDEX NAME) 




CF3 



RN 204017-41-4 CAPLUS 

CN 1,3-Benzenedicarboxylic acid, 5- [[[[ [1- [ [3 , 5-bis (trif luoromethyl) phenoxy] a 
ce ty 1 ] - 2 , 3 - dihydro - 5 -hydroxy- IH - indol - 2 -yl ] methyl ] thio] acetyl ] amino] - , 
dimethyl ester (9CI) (CA INDEX NAME) 





CF3 



RN 204017-42-5 CAPLUS 

CN 1,3-Benzenedicarboxylic acid, 5- [ [ [ [ [1- [ [3 , 5 -bis ( trif luoromethyl) phenoxy] a 
cetyl] -5- [ (3, 5-dibromophenyl)methoxy] -2 , 3 -dihydro-lH-indol-2 - 
yl] methyl] thio] acetyl] amino] dimettiyl ester (9CI) (CA INDEX NAME) 




R C- CH2 

0 

CF3 

RN 204017-63-0 CAPLUS 

CN 1,3-Benzenedicarboxylic acid, 5- [ [ [ [ [2 , 3 -dihydro-5- [ (4 - 

methoxyphenyDmethoxy] -1- [l-oxo-3- (trimethylsilyl) propyl] -lH-indol-2- 
yl] methyl] amino] carbonyl] amino] dimethyl ester (9CI) (CA INDEX NAME) 





RN 204017-64-1 CAPLUS 

CN 1,3-Benzenedicarboxylic acid, 5- [ [ [ [ [2, 3-dihydro-5- [ (4- 



methoxyphenyDmethoxy] - IH-indol- 2 -yl] methyl] amino] carbonyl] amino] - , 
dimethyl ester (9CI) (CA INDEX NAME) 



0 

II 



OMe 




RN 2040i7-65-2 CAPLUS 

CN l,3-Ben2enedicarboxylic acid, 5- [ [ [ [ [1- [ [2,4-bis (trifluoromethyl) phenyl] me 
thyl] -2 , 3-dihydro-5- [^(4 -methoxyphenyl) methoxy] -lH-indol-2- 
yl] methyl] amino] carbonyl] amino] dimethyl ester (9CI) (CA INDEX NAME) 




RN 2 04017-75-4 CAPLUS 

CN Benzoic acid, 3 -amino-5- [ (dimethyl amino) carbonyl] - , methyl ester {9CI) 
(CA INDEX NAME) 




NH2 



RN 204017-76-5 CAPLUS 

CN Benzoic acid, 3 -acetyl -5 -amino- , methyl ester (9CI) (CA INDEX NAME) 




C— OMe 

II 

O 



RN 204017-77-6 CAPLUS 

CN Benzoic acid, 3-acetyl-5-nitro- , methyl ester (9CI) (CA INDEX NAME) 



02N, 



C-OMe 

II 

0 



RN 
CN 



241490-04-0 CAPLUS 

1, 3-Benzenedicarboxylic acid, 5- [ [ [5- (phenylmethoxy) -1- (phenylmethyl) -IH- 
indol-2-yl] carbonyl] amino] dimethyl ester (9CI) (CA INDEX NAME) 



0 

C— OMe 




IT 204016-33-lP 204016-35-3P 204016-42-2P 
204016-45-5P 204016-64-8P 204016-65-9P 

204016- 66-OP 204016-69-3P 204017-09-4P 

204017- 12-9P 204017-13-OP 241489-80-5P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of indole derivs . as phospholipase enzyme inhibitors for 
treatriient of inflammatory conditions) 
RN 204016-33-1 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 5- [ [ [1- (2-naphthalenylmethyl) -5- 

(phenylmethoxy) -lH-indol-2 -yl] carbonyl] amino] - (9CI) (CA INDEX NAME) 




RN 204016-35-3 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 5-[[[l-[[4-[[3,5- 

bis (trifluoromethyl)phenoxy] methyl] phenyl] methyl] -5- (phenylmethoxy) -IH- 
indol - 2 -yl] carbonyl] amino] - (9CI) (CA INDEX NAME) 



RN 204016-42-2 CAPLUS 

CN l,3-Ben2enedicarboxylic acid, 5- [ [ [ [ [3 -acetyl-1- (2 -naphthalenylmethyl) -5- 
(phenylmethoxy) - IH-indol- 2 -yl] methyl] thio] acetyl] amino] - (9CI) (CA INDEX 
NAME) 




RN 204016-45-5 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 5- [ [ [ [ [1- [ [2 , 4-bis (1, 1- 

dimethylpropyDplienoxy] acetyl] -2 , 3 -dihydro-5- (phenylmethoxy) -lH-indol-2- 
yllmethyl] thio] acetyl] amino] - (9CI) (CA INDEX NAME) 



CO2H 




Me-~ C— Et 



Me 

RN 204016-64-8 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 5- [ [ [ [ [1- [ [3 , 5-bis (trif luoromethyl) phenoxy] a 
cetyl] -2, 3-dihydro-5- (phenylmethoxy) -lH-indol-2- 
yl] methyl] thio] acetyl] amino] - (9CI) (CA INDEX NAME) 



0 




RN 204016-65-9 CAPLUS 

CN Benzoic acid, 3 - [ [ [ [ [1- [ [3 , 5-bis (trif luoromethyl) phenoxy] acetyl] -2 , 3 - 
dihydro-5- (phenylmethoxy) - IH-indol- 2 -yl] methyl] thio] acetyl] amino] -5- 
[ (dimetliylamino) carbonyl] - (9CI) (CA INDEX NAME) 



O 




CF3 



RN 2 04016-66-0 CAPLUS 

CN Benzoic acid, 3-acetyl-5- [ [ [ [ [1- [ [3 , 5-bis (trif luoromethyDphenoxy] acetyl] - 
2,3-diliydro-5- (plienylmethoxy) - IH-indol -2 -yl] mettiyl] thio] acetyl] amino] - 
(9CI) (CA INDEX NAME) 



0 




CF3 



204016-69-3 CAPLUS 
'N Benzoic acid, 3 - [ [ [ [ [1- [ [3, 5 -bis (trifluoromethyl) phenoxy] acetyl] -2,3- 
dihydro-5- (phenylmethoxy) - IH-indol- 2 -yl] methyl] thio] acetyl] amino] -5- 
[ (metliylamino) carbonyl] - (9CI) (CA INDEX NAME) 



O 




CF3 



N 204017-09-4 CAPLUS 

N 1,3-Benzenedicarboxylic acid, 5- [ [ [1- [ [2 , 4-bis (trif luorometliyl) phenyl] meth 
yl] -2,3 -dihydro-lH-indol-2-yl]carbonyl] amino] - (9CI) (CA INDEX NAME) 




F3C 



N 204017-12-9 CAPLUS 

N 1,3-Benzenedicarboxylic acid, 5- [ [ [ [ [l- [ [2, 4-bis (trif luoromethyl)phenyl]me 
thyl] -2,3-dihydro-5- [ (4-methoxyphenyl)methoxy] -lH-indol-2- 
yl] methyl] amino] carbonyl] amino] - (9CI) (CA INDEX NAME) 




NT 204 017-13-0 CAPLUS 

^ 1, 3-Benzenedicarboxylic acid, 5- [ [ [ [ [1- [ [4- [ [3 , 5- 



bis (trif luoromethyl) phenoxy] methyl] phenyl] methyl] -2 , 3-dihydro-5- [ (4- 
methoxyphenyl) methoxy] -lH-indol-2-yl] methyl] amino] carbonyl] amino] - (9CI) 
(CA INDEX NAME) 



CO2H 



4eO> 




CH2- 




CO2H 



CH2-O 




CF3 



CF3 



241489-80-5 CAPLUS 

1, 3-Benzenedicarboxylic acid, 5- [ [ [5- (phenylmethoxy) -1- (phenylmethyl) -IH- 
indol - 2 -yl] carbonyl] amino] - (9CI) (CA INDEX NAME) 



CO2H 



>h-CH2— 0' 




CO2H 
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OTHER SOURCE (S): MARPAT 131:199619 



Rl 



r2 
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R3 



N R4 
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R5 I 



Rl 



r3 



R2 



^R4 
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R5 II 




Pr-n III 



AB Indole derivs . (I) and (II) [where Rl = H, halogen, CF3, Cl-10 alkyl, 

S-Cl-10 alkyl, Cl-10 alkoxy, CN, N02, NH2, Ph, OPh, SPh, CH2Ph, 0CH2Ph, 
SCH2Ph, or (un) substituted amido, carbamido, sulfonyl, etc.; R2 = H, 
- halogen, CF3 , OH, Cl-10 alkyl, Cl-10 alkoxy, CHO, CN, N02 , (un) substituted 
amino, S02-C1-6 alkyl ; R3 = (un) substituted carboxylic acid, 0P03H2, S03H, 
etc.; R4 = H, CF3,, Cl-6 alkyl, Cl-6 alkoxy, (Cl-6 alkyl) cycloalkyl, CHO, 
halogen, etc.; R5 = Cl-6 alkyl, Cl-6 alkoxy, (Cl-6 alkyl) cycloalkyl , etc.] 
and pharmaceutically acceptable salts thereof, were prepared by several 
methods. Thus, 5-nitroindole was C3-alkylated with Me 
4- (bromomethyl) -3-methoxybenzoate in dioxane, N-alkylated with 
1-iodopropane in a solution of THF and NaH, and converted to the amine by 
hydrogenat ion over Pt/C. The amine was converted to the carbamate by 
addition of cyclopentyl chlorof ormate in CH2C12 and 4-methylmorpholine and 
the resultant ester hydrolyzed to yield 4-[(5- 

{ [ (cyclopentyloxy) carbonyl] amino) -1-propyl-lH-indol -3 -yl) methyl] -3- 
methoxybenzoic acid (III). The title compds . are useful as phospholipase 
enzyme inhibitors, especially cytosolic phospholipase A2 (cPLA2) , for 
treatment of inflammatory conditions, particularly where 

inhibition of production of prostaglandins, leukotrienes , and PAF are all 
desired. Over one hundred compds. of the invention were tested for cPLA2 
inhibiting activity in the Coumarine assay and rat carrageenan- induced 
footpad edema test. Compds. exhibited 7% to 98% inhibition at concns . of 
0.125 to 400 |xM in the Coumarine assay and -7.16% to 34.52% 
inhibition at concns. of 2 joM to 20 fxM in the footpad edema test. 
IT 241498-37-3P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 

(Reactant or reagent) 

(intermediate; preparation of indole derivs. as phospholipase enzyme 
inhibitors for treatment of inflammatory conditions) 



241498-37-3 CAPLUS 

1, 3 -Benzenedicarboxylic acid, 5- [ [ [1- [ [2, 4-bis ( trif luorome thy 1) phenyl] meth 
yl] -2-methyl-5- (phenylmethoxy) -lH-indol-3 -yl] carbonyl] amino] dimethyl 
ester (9CI) (CA INDEX NAME) 




C-OMe 

II 

0 

241497-45-OP 241497-83-6P 241497-85-8P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of indole derivs . as phospholipase enzyme inhibitors for 

treatment of inflammatory conditions) 
241497-45-0 CAPLUS 

1,3 -Benzenedicarboxylic acid, 5- [ [[1- [ [2 , 4-bis (trif luoromethyl) phenyl] meth 
yl] -5- (phenylmethoxy) -lH-indol-3 -yl] oxoacetyl] amino] - (9CI) (CA INDEX 
NAME) 




241497-83-6 CAPLUS 

1,3 -Benzenedicarboxylic acid, 5- [[ [1- [ [2 , 4-bis (trif luoromethyl) phenyl] meth 
yl] -2-methyl-5- (phenylmethoxy) -lH-indol-3 -yl] carbonyl] amino] - (9CI) (CA 
INDEX NAME) 




C02H 



RN 241497-85-8 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 5- [ [ [2-methyl-l- (2 -naphthalenylmethyl) -5- 
(phenylmethoxy) -lH-indol-3-yl] carbonyl] amino] - (9CI) (CA INDEX NAME) 
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AB Indole derivs . (I) and (II) [where Rl and R6 = H, halogen, CF3, OH, Cl-10 
alkyl, S-Cl-10 alkyl, Cl-10 alkoxy, CN, N02 , Ph, OPh, SPh, CH2Ph, 0CH2Ph, 
SCH2Ph, or (un) substituted amino, amido, carbamido, sulfonyl, etc.; R2 = 
H, halogen, CF3, OH, Cl-10 alkyl, Cl-10 alkoxy, CHO, CN, N02, 
(un) substituted amino, S02-C1-6 alkyl; R3 = H, CF3, Cl-6 alkyl, Cl-6 
alkoxy, (Cl-6 alkyl) cycloalkyl , etc.; R4 = Cl-6 alkyl, Cl-6 alkoxy, 
alkylcycloalkyl, acyl, etc.; R5 = (un) substituted carboxylic acid, OP03H2 , 
S03H, etc.] and pharmaceutically acceptable salts thereof, were prepared by 
several methods. Thus, Et 5-nitroindole-2-carboxylate was C3 -chlorinated 
in DMF. The ale. was formed by reduction of the ester in a two-step process 
and was then TBDMS -protected. The TBDMS -protected ale. was N-alkylated 
with Me 4- (bromomethyl) benzoate, the nitro group reduced to the amine over 
Pt/C, and the compound reacted with cyclopentylcarbonyl chloride to form the 
amide. The amide was treated with with Ph3PBr2 in CH2C12 to 
convert the protected ale. to the bromide and then reacted with phenethyl 
mercaptan in the presence of Cs2C03 followed by NaOH to yield 
4- ({3-chloro-5- [(cyclopentylcarbonyl) amino] -2- [ (phenethyl sulf any 1) methyl] - 
lH-indol-l-yl}methyl) benzoic acid (III). The title compds . are useful as 
phospholipase enzyme inhibitors, especially cytosolic phospholipase A2 (cPLA2), 
for treatment of inflammatory conditions, particularly where 
inhibition of production of prostaglandins, leukotrienes , and PAF are all 
desired (no data) . 

IT 241493-73-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 



(intermediate; preparation of indole derivs. as phospholipase enzyme 
inhibitors for treatment of inflammatory conditions) 

RN 241493-73-2 CAPLUS 

CN Benzoic acid, 4- [ [5- [ (3-carboxybenzoyl) amino] -3-chloro-2- [ (2- 
naphthalenylthio) methyl] -IH-indol-l-yl] methyl] - , 1-methyl ester (9CI) (CA 
INDEX NAME) 




IT 241492-78-4P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) / SPN (Synthetic preparation) / THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of indole derivs. as phospholipase enzyme inhibitors for 
treatment of inflammatory conditions) 
RN 241492-78-4 CAPLUS 

CN Benzoic acid, 3- [ [ [1- [ (4 -carboxyphenyl) methyl] -3 -chloro-2 - [ (2 - 

naphthalenylthio) methyl] -lH-indol-5-yl] amino] carbonyl] - (9CI) (CA INDEX 
NAME) 




HO2C 
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MARPAT 131:18925 



=l2 r3 



R4 



R5 



[CH2I— G— r6 




II 



\B 



[T 



The title compds . [I; Rl = (un) substituted Ph, cycloalkyl, heteroaryl, 
etc.; R2 = H, alkyl, alkoxycarbonyl , etc.; j = 0-2; k = 0-2; m = 2-4; n = 
0-1; R3 = H, alkyl; R4, R5 = H, 0H< Ph, etc.; p = 0-1; q = 0-1; G = CO, 
SO, C02, etc.; R6; = Ph, cycloalkyl, cycloalkenyl , etc.] and their 
pharmaceutically acceptable acid addition salts which inhibit the action of 
chemokines such as MlP-la and/or MCP-1 on target cells and may be 
useful as a therapeutic drug and/or preventative drug in diseases, such as 
atherosclerosis, rheumatoid arthritis, and the like 

where blood monocytes and lymphocytes infiltrate into tissues, were prepared 

Thus, reaction of N-benzoylglycine with 3-amino-l- (4- 

chlorobenzyl ) pyrrol idine.2HCl in the presence of 3-ethyl-l- [3- 

( dimethyl aminop ropyl )] carbodiimide.HCl, 1-hydroxybenzotriazole and Et3N in 

CHC13 afforded 95% II which showed 50-80% inhibition of MlP-la 

binding to THP-l cells at 10 fxM. 

226231-26-lP 226232-13-9P 226232-44-6P 



226232- 66-2P 226232-70-8P 226233-28-9P 

226233- 64-3P 226233-91-6P 226241-34-5P 
226241-35-6P 226241-39-OP 226241-41-4? 
226250-69-7P 226250-73-3P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of cyclic amine derivs. for inhibition of ^the action of 
chemokines such as MlP-la and/or MCP-1 on target cells) 
RN 226231-26-1 CAPLUS 

CN .Benzamide, 3-acetyl-N- [2- [ [ [1- [ (4 -chlorophenyl) methyl] -4- 

piperidinyl] methyl] amino] -2-oxoethyl] - (9CI) (CA INDEX NAME) 




RN 226232-13-9 CAPLUS 

CN Benzamide, 3-acetyl-N- [2- [ [ [1- [ (4 -chlorophenyl) methyl] -4- 

piper idinyl] methyl] amino] -1 -methyl -2-oxoethyl ] - (9CI) (CA INDEX NAME) 




RN 226232-44-6 CAPLUS 

CN Benzoic acid, 3 -[[ [1- [[[ [i- [ (4 -chlorophenyl) methyl] -4- 

piperidinyl] methyl] amino] carbonyl] -2-methylpropyl] amino] carbonyl] - , methyl 
ester (9CI) (CA INDEX NAME) 



0 




RN 226232-66-2 CAPLUS 

CN Benzamide, 3-benzoyl-N- [1- [ [ [ [1- [ (4 -chlorophenyl) methyl] -4- 

piperidinyl ] methyl] amino] carbonyl] -2-methylpropyl] - (9CI) (CA INDEX NAME) 




O 



RN 226232-70-8 CAPLUS 

CN Benzamide, 3-acetyl-N- [1- [[[ [1- [ (4 -chlorophenyl) methyl] -4 - 

piperidinyl] methyl] amino] carbonyl] -2-methylpropyl] - (9CI) (CA INDEX NAME) 




RN 226233-28-9 CAPLUS 

CN Benzoic acid, 3- [ [2- [ [ [ [1- [ (4-chlorophenyl)methyl] -4- 

piperidinyl] methyl] amino] carbonyl] -1-pyrrolidinyl] carbonyl] metliyl ester 
(9CI) (CA INDEX NAME) 



O 

II 




RN 226233-64-3 CAPLUS 

CN 2-Pyrrolidinecarboxamide, 1- (3 -acetylbenzoyl) -N- [ [1- [ (4- 

chlorophenyl) methyl] -4-piperidinyl] metliyl] - (9CI) (CA INDEX NAME) 




RN 226233-91-6 CAPLUS 

CN Benzoic acid, 3 - [ [ [2 - [ [ [1- [ (4 -chlorophenyl) methyl] -4- 

piperidinyl] methyl] amino] -1- (hydroxymethyl) -2-oxoetliyl] amino] carbonyl] 
methyl ester (9CI) (CA INDEX NAME) 




RN 226241-34-5 CAPLUS 

CN Benzamide, 3-benzoyl-N- [2- [ [ (3R) -1- [ (4 -chlorophenyl) methyl] -3- 
pyrrolidinyllamino] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 



RN 226241-35-6 CAPLUS 

CN Benzamide, 3-benzoyl-N- [2- [ [ (3R) -1- [ (4-inethylphenyl) methyl] -3- 
pyrrolidinyljamino] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me, 




O O 



RN 226241-39-0 CAPLUS 

CN Benzamide, 3-benzoyl-N- [2- [ [ (3R) -1- [ (3 , 5 -dimethyl -4 -isoxazolyl) methyi] -3- 
pyrrolidinyl] amino] -2-oxoethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 226241-41-4 CAPLUS 

CN Benzamide, 3-benzoyl-N- [2- [ [ [1- [ (4 -chlorophenyl) methyl] -4- 

piperidinyl] methyl] amino] -2-oxoethyl] - (9CI) (CA INDEX NAME) 




o 

RN 226250-69-7 CAPLUS 

CN Benzamide, 3-benzoyl-N- [!-[[[ [1- [ (4 -chlorophenyl) methyl] -4- 
piperidinyl] methyl] amino] carbonyl] -2 -methylpropyl] 
mono(trifluoroacetate) (9CI) (CA INDEX NAME) 

CM 1 

CRN 226232-66-2 

CMF C32 H36 CI N3 03 



Ph- 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F 

I 

F- e~ C02H 

F 

RN 226250-73-3 CAPLUS 

CN Benzamide, 3-acetyl-N- [!-[[[ [1- [ (4 -chlorophenyl) methyl] -4- 
piperidinyl] methyl] amino] carbonyl] -2 -methylpropyl] 
mono (trif luoroacetate) (9CI) (CA INDEX NAME) 

CM 1 - 

CRN 226232-70-8 

CMF C27 H34 CI N3 03 




CM 2 



CRN 76-05-1 



CMF C2 H F3 02 



F- C- CO2H 
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AB Title compds. [I; n = 0, 1; Rl = H, CH3 ; R2 = CN, C02H, C0NH2 , C0NH0CH2Ph, 
NHC00CH2Ph, etc.; R3 - H, CH3 ; X = CH, CO; R4 = H, alkyl; R5 = C02H, 
C0NH2, COOR, etc.; R = alkyl; R6 = aryl, heteroaryl, arylcarbonyl , 
aarylcarbonylaminoalkyl, etc.], a pharmaceutically acceptable salt, a 
stereoisomer thereof are prepared as inhibitors of a4pi mediated 
adhesion to either VCAM or CS-1 and which can be used for treating 
or preventing a4pi adhesion mediated conditions in human such 
as inflammatory diseases. Thus, (IS-cis)- N- [ (3 -carboxy-2 , 2 , 3- 
trimethylcyclopentyl) carbonyl] -O- (phenylmethyl) -L- tyrosine was prepared and 
assayed for inhibition of pi-mediated cell adhesion in vitro. 
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a4pi mediated cell adhesion) 
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CN L-Phenylalanine, 4- [ (3-benzoylbenzoyl) amino] -N- [ [ (1S,3R) -3-carboxy-2 , 2 , 3- 
trimethylcyclopentyl] carbonyl] a-methyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




Me 



RN 219494-76-5 CAPLUS 

CN L- Phenylalanine, 4- [ (3-benzoylbenzoyl) amino] -N- [ [ (IS, 3R) -3 -carboxy-2 , 2 , 3- 
trimethylcyclopentyl] carbonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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phenoxycarbonyl , etc.; R3 = H, lower alkyl, PhS, (un) substituted lower 
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pyrimidylaminocarbonylalkoxy, etc.; n = 1-3; the dot line may be double 

bond] or their salts are prepared I are useful for prevention and 

treatment of chronic rheumatoid arthritis, 

systemic lupus erythematosus, atopic dermatitis, heart 

failure, allergy, multiple sclerosis, tumor, Alzheimer- type 

dementia, etc. Condensation of 250 mg 2- (benzoylmethyl) pyridine with 300 

mg 4- [ (2-benzothiazolyl)aminocarbonyl]benzaldehyde in C6H6 for 10 h gave 

0.3 g 2- [4- [2-benzoyl-2- (2-pyridyl) vinyl]benzoylamino]benzothiazole. 
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RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of benzenes as protein kinase C inhibitors for 
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Benzoic acid, 5- [3- [4- [3- (2 -benzothiazolylamino) -3 -oxo-l-propenyl] phenyl] 
l-oxo-2- (lH-1, 2, 4-triazol-l-yl) -2-propenyl] -2- (methoxymethoxy) -, methyl 
ester (9CI) (CA INDEX NAME) 
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::!N Benzoic acid, 5- [3- [4- [3- (2 -benzothiazolylamino) -3 -oxo- 1-propenyl] phenyl] - 
l-oxo-2- (lH-1, 2, 4-triazol-l-yl) -2-propenyl] -2-ethoxy- , methyl ester (9CI) 
(CA INDEX NAME) 
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MeO- C 

II 
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W 215504-56-6 CAPLUS 

Benzoic acid, 5- [3- [4- [3- (2 -benzothiazolylamino) -3 -oxo- 1-propenyl] phenyl] - 
l-oxo-2- (IH-l, 2, 4-triazol-l-yl) -2-propenyl] -2- (2 -propenyloxy) -, methyl 
ester (9CI) (CA INDEX NAME) 
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II 

0 



PAGE 1-B 



= CH2 



tN 215504-69-1 CAPLUS 

:n Benzoic acid, 5- [3- [4- [3- (2 -benzothiazolylamino) -3 -oxo -1-propenyl] phenyl] - 
l-oxo-2- (lH-1, 2, 4-triazol-l-yl) -2-propenyl] -2-hydroxy-, methyl ester (9CI) 
(CA INDEX NAME) 




MeO-C 

II 

O 



RN 215504-93-1 CAPLUS 

CN Benzoic acid, 5- [3- [4- [3- (2-ben20thiazolylamino) -3 -oxo-l-propenyl] phenyl] - 
l-oxo-2- {lH-l,2,4-triazol-l-yl) -2-propenyl] -2-hydroxy- (9CI) (CA INDEX 
NAME) 




OH 



CO2H 



RN 215504-94-2 CAPLUS 

CN Benzoic acid, 5- [3- [4- [3- (2-benzothiazolylamino) -3 -oxo-l-propenyl] phenyl] - 
1-0x0-2- (lH-1, 2, 4-triazolTl-yl) -2-propenyl] -2-ethoxy-, methoxymethyl ester 
(9CI) (CA INDEX NAME) 




MeO- CH2-O-C 



O 

RN 215504-96-4 CAPLUS 

CN Benzoic acid, 5- [3- [4- [3- (2 -benzothiazolylamino) -3 -oxo-l-propenyl] phenyl] - 
1-0x0-2- (lH-l,2,4-triazol-l-yl) -2-propenyl] -2-ethoxy- (9CI) (CA INDEX 
NAME) 




C02H 



RN 215505-17-2 CAPLUS 

CN Benzamide, 5- [3- [4- [3- (2-benzothiazolylamino) -3 -oxo-l-propenyl] phenyl] -1- 
oxo-2- (lH-1, 2,4-triazol-l-yl) -2-propenyl] - 2 -ethoxy-N- propyl- (9CI) (CA 
INDEX NAME) 




RM 215505-94-5 CAPLUS 

CN Benzoic acid, 5- [3- [4- [ (2 -benzothiazolylamino) carbonyl] phenyl] -l-oxo-2- (IH- 
1,2,4-triazol-l-yl) -2-propenyl] -2-hydroxy-, methyl ester (9CI) (CA INDEX 
NAME) 




NH- 
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OTHER SOURCE (S) : 
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CASREACT 129:316232; MARPAT 129:316232 



(R2)n 




(R3) 



n 



A preferred aspect of the invention are compds . of Formula [I; in which: 
the dashed lines independently represent optional bonds; each R2 
independently is (Cl-6)alkyl, (Cl-6) alkyloxy, halo or hydroxy; each R3 
independently is (Cl-6)alkyl, (Cl-6) alkyloxy, halo or hydroxy; X3 is 
-C(0)- or -CR7R8-, X8 is -CH(Rl)nl- or -C(Rl)nl=, wherein Rl is 
amino (Nl-4) azolidinyl , amino (Nl-4 ) azolyl , (Nl-4 ) azolidinyl , (Nl-4 ) azolyl , 
etc.; X8 is -N= or -NH(Rl)nl-, wherein Rl is -C(NR9)R9, -C(NH)NHR10 or 
-C(NH)NR10R10, wherein R9 independently is hydrogen or (Cl-6)alkyl and 
each RIO independently is {Cl-6)alkyl; and X9 is -CH(R4)- or -C(R4)=, 
wherein R4 is -R12, -0R12, -N(R13)R12, etc.; wherein R4 is -C(0)R12, 
-C{0)0R12, -C(0)N(R13)R12, etc.; R12 is cyano, guanidino, halo, alkyl, 
etc.; R13 is hydrogen, alkyl; R5 is hydrogen or (Cl-4)alkyl, R6 is 
hydrogen or (CI -4) alkyl; R7 is hydrogen, methyl; R8 is hydrogen Me, 
hydroxy; n = 0-4]. The compds., compns . and methods are effective for the 
prevention and treatment of inflammatory diseases associated with 
the respiratory tract, such as asthma and allergic rhinitis, as well as 
other types of immunomediated inflammatory disorders, such as 
rheximatoid arthritis, conjunctivitis and inflammatory 
bowel disease, various dermatol. conditions, as well as certain viral 



conditions. The compds . comprise potent and selective inhibitors of the 
mast-cell protease tryptase. The compns . for treating these 
conditions include oral, inhalant, topical and parenteral prepns , as well 
as devices comprising such prepns. 

IT 214781-30-3P 214781-74-5P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) / SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) / PREP (Preparation) ; USES (Uses) 

(preparation of arenoimidazoles for treating human inflammatory 
disorder) 

RN 214781-30-3 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 5- [2- [ [ [2- [1- [5- [ (aminoiminomethyl) amino] -IH- 
benz imidazol - 2 -yl ] ethyl ] - 1 -methyl - IH -benz imidazol - 6 - 
yl] carbonyl] amino] ethoxy] - (9CI) (CA INDEX NAME) 



PAGE 1-A 



- C- NH- CH2 - CH2~ O" 



PAGE 1-B 



CO2H 




CO2H 



RN 214781-74-5 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 5- [2- [ [ [2- [1- (lH-benzimidazol-2-yl) ethyl] -1- 
methyl-lH-benzimidazol-6-yl] carbonyl] amino] ethoxy] - (9CI) (CA INDEX NAME) 



CO2H 



Me 



NH 



Me 



\ 



■CH- 



N 



N 




C- NH- CH2- CH2- 0 




CO2H 
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AB The invention relates to novel, low raol . weight, non-peptide inhibitors of 
matrix metalloproteinases (e.g. gelatinases, stromelysins and 
collagenases) and TNF-a converting enzyme (TACE, tumor necrosis 
factor-a converting enzyme) . The compds . are useful for the 
treatment of diseases in which these enzymes are implicated such 
as arthritis, tumor growth and metastasis, angiogenesis , tissue 
ulceration, abnormal wound healing, periodontal disease, bone disease, 
proteinuria, aneurysmal aortic disease, degenerative cartilage loss 
following traumatic joint injury, demyelinating diseases, of the nervous 
system, graft rejection, cachexia, anorexia, inflammation, fever, insulin 
resistance, septic shock, congestive heart failure, 

inflammatory disease of the central nervous system, inflammatory bowel 
disease, HIV infection, age related macular degeneration, diabetic 
retinopathy, proliferative vitreoretinopathy, retinopathy of prematurity, 
ocular inflammation, keratoconus, Sjogren's syndrome, myopia, ocular 
tumors, and ocular angiogenesis/neovascularization. The invention compds. 
are represented by the formula ZS02N (CH2R7) ACONHOH [I; A = (un) substituted 



Ph or naphthyl; Z = (un) substituted aryl, heteroaryl, or benzo-fused 
heteroaryl; R7 = H, (un) substituted alk (en/yn) yl , Ph, naphthyl, 5- or 
6-membered heteroaryl, cycloalkyl, or cycloheteroalkyl ; or R7CH2NA forms a 
non-aromatic 1 , 2 -benzo-fused 7- to 10-membered heterocyclic ring with an 
optional addition benzo fusion; where the hydroxamic acid moiety and the 
sulfonamido moiety are bonded to adjacent carbons on group A] , and include 
pharmaceutical ly acceptable salts, optical isomers, and diastereomers . 
Prepns. of over 400 compds . , including I and their intermediates, are 
given. For instance, 2- [ (4 -methoxybenzenesulf onyl) amino] -3 -methylbenzoic 
acid Me ester (preparation given) was N-alkylated by 3-picolyl chloride-HCl 
(83%) , followed by hydrolysis of the ester with LiOH in aqueous THF (100%) , 
activation with oxalyl chloride, and hydroxamidation with NH20H.HC1 (51%) , 
to give title compound II. At 50 mg/kg/day in rats with cartilage implants, 
II gave 44.6% inhibition of cartilage weight loss, and 51.2% inhibition of 
cartilage collagen loss. 

IT 206549-41-9P 206549-42-OP 206549-43-lP 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of ortho- sulfonamido aryl hydroxamic acids as 
matrix metalloproteinase and TACE inhibitors) 

RN 206549-41-9 CAPLUS 

CN Benzoic acid, 5-formyl-2- [ [ (4-methoxyphenyl) sulfonyl] (phenylmethyl) amino] - 
3-methyl-, methyl ester (9CI) (CA INDEX NAME) 




CHO 



RN 206549-42-0 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 4- [ [ (4-methoxyphenyl) sulfonyl] (phenylmethyl) 
amino] -5 -methyl-, 3-methyl ester (9CI) (CA INDEX NAME) 




RN 206549-43-1 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 4- [[ (4-methoxyphenyl) sulfonyl] (phenylmethyl) 
amino] -5 -methyl- (9CI) (CA INDEX NAME) 





IT 206549-44-2P 206549-45-3P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of ortho- sulfonamide aryl hydroxamic acids as matrix 
metalloproteinase and TACE inhibitors) 
RN 206549-44-2 CAPLUS 

CN 1, 3-Ben2enedicarboxamide, N,N' -dihydroxy-4- [ [ {4- 
methoxyphenyl) sulf onyl] (phenylmethyl) amino] -5-methyl- (9CI) (CA INDEX 
NAME) 




RN 206549-45-3 CAPLUS 

:;n 1, 3-Benzenedicarboxamide, N,N' -dihydroxy-4 - [ [ (4- 
methoxyphenyl) sulf onyl] (phenylmethyl) amino] -5-methyl- , disodium salt (9CI) 
(CA INDEX NAME) 




O 



•2 Na 
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AB Quinazoline derivs . represented by general formula [I; group A = benzene, 
pyridine, pyrrole, or pyrazole ring; m = 0-2; X = OH, N02 , halo, CI -4 
(halo)alkyl, or (halo) alkoxy, C7-12 aralkyloxy; X = group to form a 
naphthalene or quinoline ring together with the benzene ring to which X is 
attached; Rl, R2 = H, halo, CI -4 (halo)alkyl, N02 , cyano, pyrazolyl, 
tetrazolyl, Cl-4 alkyl, C02H, allyloxycarbonyl , Cl-4 (un) substituted 
alkoxy; or Rl and R2 together with the benzene ring represent a 
naphthalene or quinoline ring; Z = H, Cl-4 (halo) alkyl, C2-5 alkenyl, 
(un) substituted aralkyl, aromatic heterocyclylalkyl, Cl-4 
alkoxycarbonylraethyl, allyloxycarbonylmethyl , (1° or 2^ 

amino) carbonylme thy 1, (un) substituted aralkyloxymethyl ; proviso given] or 
Pharmacol . acceptable salts thereof are prepared They are useful as 
preventives/remedies for cardiac and circulatory diseases (e.g. 
hypertension or heart failure) caused by abnormal 

overprodn. of angiotensin II. Thus, a quinazolinedione derivative (II; R = H) 
(preparation given) was condensed with 3- (diethylamino) -1, 5-dihydro-2 , 4 , 3- 
benzodioxaphosphepine in the presence of tetrazole in DMF, followed by 
oxidation with m-chloroperbenzoic acid in CH2C12 and hydrogenolysis over 10% 
Pd-C in dioxane under H atmospheric to give II [R = P(0) (OH) 2] . II (R = H) and 
II [R = P(0) (OH) 2] showed IC50 of 0.060 and 0.025 mM, resp. , for 
inhibiting human heart chymase. The title compds. I also inhibited 
cathepsin G and chymotrypsin. Formulation examples containing I were given. 

IT 189062-20-2P 189062-21-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation); USES (Uses) 

(preparation of N-phenylsulf onyl- and N- (he terocyclylsulfonyl) quinazoline 
derivs. as chymase inhibitors for treating heart or 
circulatory diseases) 

RN 189062-20-2 CAPLUS 



CN 1, 3-Benzenedicarboxylic acid, 4- [ [ [7-chloro-3- [ (4 -chlorophenyl) sulfonyl] - 
3,4-dihydro-2,4-dioxo-l (2H) -quinazolinyl] acetyl] amino] 
bis (1, 1-dimethylethyl) ester (9CI) (CA INDEX NAME) 




RN 189062-21-3 CAPLUS 

CN 1,3-Benzenedicarboxylic acid, 4- [ [ [7-chloro-3- [ (4 -chlorophenyl) sulfonyl] - 
3,4-dihydro-2,4-dioxo-l(2H)-quinazolinyl]acetyl]amino] - (9CI) (CA INDEX 
NAME) 




IT 189062-98-4, 2 , 4-Di-tert-butoxycarbonylaniline 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of N -phenyl sulfonyl- and N- (heterocyclylsulf onyl) quinazoline 

derivs . as chymase inhibitors for treating heart or 

circulatory diseases) 
RN 189062-98-4 CAPLUS 

CN 1, 3-Ben2enedicarboxylic acid, 4-amino-, bis (1, 1-dimethylethyl) ester (9CI) 
(CA INDEX NAME) 
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AB The preparation of title compds . I [Rl = CONHCH (Y) {CH2 ) naryl , 

CONHCH(Y) (CH2)nheteroaryl, substituted Ph, etc.; R2 = H, C2-10 alkyl, 
C3-10 alkenyl, C3-6 cycloalkyl, etc.; R3 = (CH2)nY, CH:CY (CH2) naryl, 
CH:CY(CH2)nheteroaryl, (CH2)nCONHCHY(CH2) naryl, etc.; Y = substituted 
carboxy, tetrazol-S-yl; X = halo, perf luoroalkyl , Cl-6 alkyl, etc.; n = 
0-2] , useful in regulating hypertension and in the treatment of 
congestive heart failure, renal failure, and glaucoma, 

pharmaceutical compns . including these antagonists, and methods of using 
these compds. to produce angiotensin II receptor antagonism in mammals, is 
described. Thus, cyclization of 5-bromo-2- [ (2-chlorophenyl) methyl-N- 
valeryl] amino-3-nitrobenzoic acid (preparation given) in the presence of sodium 
bicarbonate solution containing sodium hydrosulfite at Ph 7.1 followed by acidic 
workup gave title compound, 5 -bromo-2 -butyl -1- (2 -chlorophenyl) methyl -IH- 
benzimida2ole-7-carboxylic acid. The pharmaceutical compns. of some of 
the compds. prepared is given. 
IT 138993-09-6P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses). 



(preparation of, as angiotensin II receptor antagonist) 
RN 138993-09-6 CAPLUS 

CN lH-Benzimidazole-5, 7-dicarboxylic acid, 2-butyl-l- [ (2 -chlorophenyl) methyl] 
(9CI) (CA INDEX NAME) 
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AB ArZGCHRlR2 [I; G = phenylene, bivalent 5-membered heterocyclic ring Q; Ar 

= substituted Ph, aromatic residue Q1-Q4; Rl = (CH2)nR3; R2 = C4-7 alkyl; Z = 
CO, CONH, NHCO, CH2C0NH, 0, NH, CH2 , bond; R3 = HO, H02C, 5 - tetrazolyl ; R4 
= H, HO, halo, N02, amino. Me, AcNH, MeS02NH; A1-A3 = N, CH; W = Me, Et, 
HO; X = bond, O; n = 0-4] or their pharmaceutically acceptable salts or 
solvates, useful for treating congestive heart 

failure and angiotensin- induced hypertension, were prepared A solution 
of 41.8 g 4-nitroimidazole in DMF was reflxixed 1 h with a suspension of 
NaH in DMF, the mixture was treated by 92 g Me {CH2) 5CHBrC02Et in 
DMF, and the whole refluxed for 2 h to give 10.40 g Et 
4-nitro-a-hexyl-lH-imidazole-l-acetate. Hydrogenation of the latter 
(5.9 g) over Pd/C in EtOH gave 5.3 g 4-amino analog which (750 mg) was 
coupled with Ph2CHC02H in the presence of carbonyldi imidazole in DMF to 
give 250 mg title compound (II-HCl). The latter at 10-5 M (test form 
unspecified) gave 80% inhibition of binding of 1251-angiotensin II to rat 
adrenal membranes. Formulations containing I are given. 

IT 137417-53-9P 137417-72-2P 

RL; BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 
(preparation of, as angiotensin II antagonist) 

RN 137417-53-9 CAPLUS 

CN IH-Imidazole-l-acetic acid, 4 - [ (5-carboxy-2 -hydroxybenzoyl) amino] -a- 
hexyl-, a-ethyl ester (9CI) (CA INDEX NAME) 




EtO— C 

II 

O 



RN 13 7417-72-2 CAPLUS 

CN IH-Imidazole-l-acetic acid, 4- [ (5- carboxy-2 -hydroxybenzoyl) amino] -a- 



hexyl- (9CI) 



(CA INDEX NAME) 




j6 answer 23 OF 27 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
[■ITLE : 

[NVENTOR(S) : 



LATENT ASSIGNEE (S) : 
SOURCE : 

)OCUMENT TYPE: 
jANGUAGE : 

■^AMILY ACC. NUM. COUNT 
LATENT INFORMATION: 



CAPLUS COPYRIGHT 2004 ACS on STN 
1991 : 42 8987 CAPLUS 
115:28987 

Cardioactive dibenzo [1, 5] dioxocin-5-one derivatives 
Frobel, Klaus; Lenfers, Jan Bernd; Fey, Peter; Knorr 
Andreas; Stasch, Johannes Peter; Mueller, Hartwig; 
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Patent 
German 
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\B Penicillide derivs . I (R-R7 = H, (un) substituted alkyl, alkenyl, alkynyl; 
R8, R9 = H, (un) substituted alkyl] were prepared for use as 
antihypertensives, antiarrhythmics, and in the treatment of 
cardiac insufficiency (no data) . Thus, I (R = R2 = R3 = R5-R9 = H, Rl = 
CHO, R4 = OMe) was obtained by alkoxylating 2 , 5~Br [ (MeO) 2CH] C6H3C02Me with 
2-methoxy-6- (2 -tetrahydropyranyloxymethyl) phenol, ether cleavage, 
hydrolysis, and lactonization. Many I were prepared from penicillide. 

[T 134563-73-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and ester hydrolysis of) 
IN 134563-73-8 CAPLUS 

:n Benzoic acid, 5 -f ormyl-2 - [2 - (hydroxymethyl) -6-methoxyphenoxy] - , methyl 
ester (9CI) (CA INDEX NAME) 



0 

II 



OMe OMe 




:T 134563-70-5P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation and ether cleavage of) 
IN 134563-70-5 CAPLUS 

:n Benzoic acid, 5-formyl-2- [2 -methoxy-6- [ [ (tetrahydro-2H-pyran-2- 
yl) oxy] methyl] phenoxy] methyl ester (9CI) (CA INDEX NAME) 



O 

II 



MeO-C 




T 134563-81-8P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and lactonization of) 
N 134563-81-8 CAPLUS 

N Benzoic acid, 5-f ormyl-2- [2- (hydroxymethyl) -6-methoxyphenoxy] - (9CI) (CA 
INDEX NAME) 




T 134563-71-6P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 



(preparation of) 
RN 134563-71-6 CAPLUS 

CN Benzoic acid, 5-f ormyl-2 - [2-methoxy-4-methyl-6- [ [ {tetrahydro-2H-pyran-2- 
yl) oxy] methyl] phenoxy] - , methyl ester (9CI) (CA INDEX NAME) 
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Me 




CHO 



CH2-0 J^^^^ 



L6 



ANSWER 24 OF 27 CAPLUS COPYRIGHT 2 004 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1991:228897 CAPLUS 
114:228897 
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Sterling Drug Inc., USA 

PCT Int. Appl., Ill pp. 
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English 
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OTHER SOURCE (S): MARPAT 114:228897 

GI 




AB Saccharin derivs. [I; R = (CH:CH) mCHR2LnRl; L = O, S, SO, S02 ; m, n = 0, 

1; Rl = halo, alkanoyl, 1-oxophenalenyl , (substituted) Ph or heterocyclyl; 
R2 = H, carboalkoxy, Ph, PhS; R3 = H, halo, primary or secondary alkyl, 
alkoxy, carboalkoxy, Ph, fluoroalkyl, alkenyl, cyano; R4 = H, or 1 or 2 
substituents selected from halo, cyano, N02, (substituted) NH2, S02NH2, 
OH, CHO, CH20H, (polyhalo) alkyl , alkyl sulfonyl, cycloalkyl, etc.], 
protease inhibitors usef ul . in the treatment of, e.g., emphysema, 
rheumatoid arthritis, and pancreatitis, are prepared by, 

e.g., (1) reaction of I (R = CH2X; X = halo) with a LnRl alkali metal salt; 

(2) reaction of I (R = H) with XlCHR2LnRl (XI = halo); and (3) oxidation of I 

[R = CH(SPh) CH2CH2LnRl] to the sulfoxide followed by elimination to give I 

(m = 1, R2 = H) . I (R = H) are prepared by lithiation of benzamides II (R3 

= R5 = H, R6 = alkyl) followed by treatment with R3X2 (X2 = 

halo) , lithiation of the resulting II (R3 = primary or secondary alkyl; 

R4,R6 = same as above) followed by reaction with S02 and then a H2N0SO3H 

alkali metal salt, and heating the resulting I (R3, R6 = same above, R5 = 

S02NH2) for cyclization. Thus, diazotization of Me 6-methylanthranilate 

with NaN02 in concentrated HCl and AcOH followed by reaction with CuCl2.2H20 and 

S03 gave Me 6-methyl-2- (chlorosulf onyl) anthranilate which was stirred with 

aqueous NH40H to give 12% 4-methylsaccharin. Hydroxymethylation of the latter 

with ECHO in EtOH followed by acetylation with Ac20 in the presence of 

concentrated H2S04 gave 73% I (R = CH20Ac, R3 = Me, R4 = H) . A total of 124 I 

were prepared which in vitro inhibited elastase with Ki > 0.3 nM. 

IT 133743-27-8P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of, as protease inhibitor) 

RN 133743-27-8 CAPLUS 

CN 1, 3-Benzenedicarboxylic acid, 5- [5 - [ [ (1, l-dioxido-3-oxo-l, 2-benzisothiazol- 
2 (3H) -yl) methyl] thio] -IH-tetrazol-l-yl] - , dimethyl ester (9CI) (CA INDEX 
NAME) 



O 




L6 
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Preparation of nonsteroidal antiinflammatory drugs 
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Wellcome Foundation Ltd., UK 

PCT Int. Appl., 54 pp. 

CODEN: PIXXD2 

Patent 
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PATENT NO. 



KIND 
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DATE 
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APPLICATION NO. 
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WO 9001929 
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DATE 
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AB Ar (LArl)q(X)k(Y)pQ [I; k, p, q = 0.1; provided that when k = 1, p = 1; Ar 
= (un) substituted furyl, thienyl 1,1-dioxide, pyrryl, pyridyl, benzofuryl, 
Ph, etc.: L = {CH2)r, 0, CH20, CH2S, 0CH2 , CONK, NHCO, CO, CH2NH; r = 1-4; 
Arl = (un) substituted phenylene, thienylene, or pyridylene; X = 0, S, CO; 
Y = Cl-10 alkylene or alkenylene; Q = Ql, (CO) nN (ORl) (CO) mR2 ; m, n = 0, 1; 
when n = 1, m = 0 and R1,R2 = H, Cl-4 alkyl or R2 = C5-7 cycloalkyl; when 
n = 0, m = 1, Rl = H, Cl-4 alkyl, any one of Ar, alkanoyl, or 
(un) substituted C0NH2 and R2 = H, Cl-4 alkyl, NH2, Cl-4 mono- or 
dialkylamino, anilino, etc.; Z = C2-5 alkylene optionally interrupted by a 
hetero atom], useful for treatment of arthritis, e.g., 
rheumatoid arthritis, rheumatoid spondylitis, 

osteoarthritis, gouty arthritis, or reactive arthritis, are prepared 

Thus, a solution of HSCH2C02Me in THF was added dropwise to 

1- (1-naphthyl) -2-nitroethene and Et3N in THF and after stirring 30 min at 

room temperature, the mixture was evaporated in vacuo, dissolved in saturated aqueous NH4C1 

in 

95 % Eton, and then stirred 30 min with Zn powder to give 
5, 6-dihydro-l-hydroxy-5- (1-naphthyl) - 1 , 4 -thiazine-3 (2H,4H) -one. A total 
of 88 I were prepared N- (3-Phenoxycinnamyl) acetohydroxamic acid (II) 
reduced the ovalbumin- induced swelling (arthritis) in the right knee joint 
of rabbits immunized with ovalbumin in Freund's complete adjuvant and II 
in combination with indomethacin, up to 51 %. Tablets and an injection 
solution containing II were formulated. 

IT 106328-20-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of, as antiarthritic) 

RN 106328-20-5 CAPLUS 

CN Benzamide, N-hydroxy-N-methyl-3 - (3 -propoxybenzoyl) - (9CI) (CA INDEX NAME) 




O OH 
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Preparation of p- substituted phenyl ester of pivalic 
acid as elastase inhibitors and pharmaceutical 

compositions 
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Ono Pharmaceutical Co., Ltd., Japan 

Eur. Pat. Appl., 91 pp. 
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OTHER SOURCE (S): MARPAT 113:114810 

GI For diagram (s) , see printed CA Issue. 

AB The title esters [I; Y = S02 , CO; R1,R2 = H, (substituted) Cl-16 alkyl, Q 
(wherein X = bond, S02, Cl-4 alkylene optionally substituted with C02H or 
C02CH2Ph; ring A is carbocyclic or heterocyclic; R4 = H, Cl-8 alkyl, Cl-4 
alkoxy, etc.; n = 1-5), R1R2M ^ (substituted) heterocyclic; R3 = H, OH, 
Cl-6 alkyl, halo, Cl-4 alkoxy, C2-5 acyloxy, m = 1-4], useful as elastase 
inhibitors in treating or preventing pulmonary emphysema, 
atherosclerosis, and rheumatoid arthritis, are prepared 

Pivaloyl chloride (0.5 mL) was added to a solution of II (R = H) (preparation 
given) in Et3N-CH2Cl2 under cooling and the solution was stirred 1 h at room 
temperature to give 510 mg II (R = pivaloyl), which showed elastase inhibition 
at 0.031 ^iM. Also prepared were 134 addnl. I. 
127373-55-lP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 
(preparation of, as elastase inhibitor) 

127373-55-1 CAPLUS 

1, 3-Benzenedicarboxylic acid, 5- [ [ [4- (2, 2 -dimethyl -1-oxopropoxy) -3- 
methylphenyl] sulfonyl] amino] - (9CI) (CA INDEX NAME) 
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CN 



0 
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Bis (6 -oxopyridazinyl) benzene derivatives as drugs 
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Eur. Pat. Appl. 
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AB The title compds . (I; Rl, R2 = H, Me; dotted lines = optional double > 
bonds; the benzene ring is m- or p- substituted) were prepared as 
phosphodiesterase inhibitors, useful in treating congestive 
heart failure. C6H4 (COMe) 2 -1 , 4 condensed with HC0C02H 

to give 1, 4- (H02CCH: CHCO) 2C6H4 which cyclocondensed with N2H4 to give I 
(Rl = R2 = H, dotted line = bond, p-substituted) (II). In cats 0.04 
lamol ll/kg increased left ventricular contractility 50%. Capsules were 
prepared containing active ingredient 0.5, soya lecithin/ soybean oil 90.4 
hydrogenated vegetable oil/beeswax 9.05%. 
IT 107549-79-lP 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and cyclocondensation of, with piperazine) 
RN 107549-79-1 CAPLUS 

CN 2-Butenoic acid, 4,4 • - (1, 3-phenylene)bis [4-oxo- (9CI) (CA INDEX NAME) 



H02C- CH= CH- C 
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C-CH== CH-CO2H 
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